Primary cervica l tuberculosis is uncomm on, alth ough its incidence has risen somewhat ove r the past f ew ye ars. In this article , we describe a rare case in which the patient developed a dual path ology-cervical tuberculosis and a malignant squam ous cell carcinoma-in a group oflymph nodes on one side of the neck. Initially, tuberculosis was diagnosed on the basis ofhistology and culture. However; when the patient did not respo nd to antituberculous drug therapy, a repeat biopsy detected the seco nd pathology: squam ous cell carcinoma. To the best ofour know ledge, no such pre sentation has been previously reported in the world literature. We conclude that repeat biopsy might be required in cases oftuberculous cervical lymphadenopathy that do not respond to conven tional antituberculous therapy.
Introduction
Although tuberculosis primarily affects the pulm onary sys tem, it can also involve extrapulmonary sites such as the cervical lymph nodes. Wh en this happ ens, the more frequently involved sites in the neck are the supraclavicular and posterior nodes. Of course , the differenti al diagnosis of lymph node enlargement is wide, and its man y ca uses vary according to age and numerous other fac tors . In patients 50 years of age and older, malignancy should be kept in mind along with inflamm atory and infective co nditions. Th e mos t co mmo n malign ancy is a metastatic squamous cell carci noma from a primary in the head and neck ; lymphoma is a less co mmo n ca use .
In this article, we report the case of an elderl y man who presented with a large unilateral cervical mass that turn ed out to have a dual pathology. To our knowledge, no such presentati on has bee n previously repor ted. We review the literature on the coexistence of active tuberculosis and malignancy in other parts of the body, and we disc uss the assoc iation betw een chro nic inflamm ation and neopla sia.
Case report
An 80-year-old man, a retired far mer, presented with a 2-month history of a progressively enlarging right-sided neck mass. He repo rted no assoc iated constituti onal symptom s. A few wee ks earlier, before he had noticed the neck mass, he had undergone exc ision of a small lesion fro m the pinna of the right ear. Histology ident ified the mass as a squamous cell carci noma with clear margins. On physical exa mination, the mass appea red as a tend er, 7 x 7-cm swelling in the right upper cer vical area. Th e swe lling encroached into the poster ior triangle of the neck. Findin gs on examination of the upper airway and chest x-ray were normal. The patient was admitted for panendoscopi c assessment of the upper airway and digestive tract; aga in, findings were negative. After the res ults of a fine-needl e aspi ration biopsy turn ed out to be inconclusive, an open deep biopsy was performed. Th e open biopsy yielded a purul ent discharge that was sent for culture. Histology of the deep biopsy specimen identified features of granulom atous inflamm ation and palisadin g ep ithelioid cells , Langhan s' giant cells, lymph ocytes, and a few neutroph ils with small foci of caseo us necrosis (figure 1). Culture of the discharge was positi ve for Mycobacterium tuberculosis and sensitive to ethambutol, isoniaz id, pyraz inamide, and rifampin. A tuberculin skin test was positive. Th e presence of tuberculous bacilli was confirmed by ligase chain reaction (LCR) assay . Base d on the histology and culture repor ts, antitubercu lous chemothera py was co mmenced.
An init ial response to antituberculous medic ation manifested as a redu ction in swelling. However, the area of swe lling subse quently increased , and ulceration and more purul ent discharge appea red. A repeat incisional biopsy identi fied a sq uamo us ce ll carcinoma within the lesion (figure 2). The patient was co nsidere d to be too ill to undergo any further surgical procedure, and palliat ive radiot hera py was ad ministered until he died fro m the ca ncer.
Discussion
T he differentia l diagnosis of cervical adenopathy inclu des bacterial and vira l infections (incl uding tubercul osis), co ngenital head and neck co nditio ns, and malignancies. I The case that we report herein featured an unfortun ate co incidence of primary cervical tuberculosis and squamo us ce ll carcinoma. Th e seco nd biopsy, whic h was perform ed subsequent to the patien t' s P OOl' response to antituberculous therap y, identi fied the presence of the second pathology: squamo us ce ll carcin om a. Our revie w of the world literature failed to find any similar presentation , alth ough we did find a number of cases of squamo us cell carc inoma that were initiall y believed to be tubercul osis.' Infection of the cervical lymph nodes with tubercul osis (scrofula) has increased in proportio n with the curr ent rise in the incidence of tubercul osis itse lf. Classic cerv ica l tubercul osis is usu ally acquired by dr inking milk co nta minated with bovine M tuberculosis bac illi; the port of entry is usually the tonsils. T he most co mmo n presenting sign is a mass or a drain ing fistula in the neck. ' Ce rvical tuberculosis is usually associated with constitutional symptoms suc h as fever, weig ht loss, and night sweats.' Our patient had unilateral M tuberculosis in mu ltiple lymph nodes that were matte d togeth er.
In a significant proportion of patie nts, head and neck ca ncer will invo lve the regional lym ph nodes of the neck. It is accepted that a pa lpable lymph adenopath y in the neck in a patient wit h no obvious primary tumor who has previously undergone treatment of a pri mary tum or represe nts a metastasis." Confirmation by fine-nee dle aspiration cytology or biop sy guided by co mputed tom og raphy (CT) is ge nerally required prior to plannin g any radica l treatmen t. Our patient had previously und ergone successful trea tmen t of a squamo us ce ll carci noma in the right pinna. T he panendoscopic examination that we performed did not detec t any pathology in the upper aero diges tive trac t. Although ana lysis of the fine-needle aspiration of the node was inconclusive, the first inc isional biopsy of the lymph node did not identify the presence of sq uamous cell ca rcinoma. Instead, it showed caseous necrosis, which was fo llowed by a positive cu lture and a pos itive tuberculin test. As a result, the diagnosis of tuberc ulosis was made and the antituberc ulous therapy was sta rted.
Squamous ce ll ca rcino ma of the uppe r aerodiges tive tract is assoc iated with a higher rate of metastasis to the regional lymph nodes than is squamo us ce ll ca rcinoma of the ski n.' The sig ns and sy mptoms of cervica l lymphadenopathy caused by tubercul osis are similar to those ca used by ca rcinoma. In both cases, patient s may present with a painl ess swe lling. Tub ercul osis does result in more constitutional symptoms, but they are not specific. A history of pulmonary tubercul osis in a patient with a pos itive ches t x-ray or a history of tubercul osis elsew here in the body may be an important clue to the diagnosis.
Th e results of aci d-fast staining ca n be reported wit hin 24 hou rs or less, but this test lacks sensitivity and cannot disti nguish amo ng different species of Mycobacterium ." Growth ofM tuberc ulos is on cult ure is more sensitive than microscopy, but culture requires I to 8 weeks to yield results." Rapid detection of M tuberculosis can be faci litated by perfo rm ing polymerase chain reaction (PC R) or LCR tes ting . With an LCR M tuberculosis assay, wh ich we used in our patient, the nucleic acid amp lification method detect s the presence of M tuberculosis DNA in the clin ical spec ime n direct ly." Resul ts of the LCR M tuberculosis assay are ava ilab le wit hin 48 hou rs.?? This method has proved to be of value in the d iagnosis of pulmo nary, as well as ex trapulmo nary, tubercul osis."Accordi ng to the American Th ora cic Soc iety, its sensitivity is 93 % and its speci fic- ity is 99%.7 However, this test should be comb ined with a properly taken lymph node biopsy for histopathologic assessment.
Tuberculo sis culture is associated with a false-po sitive rate of 3.5 to 5%, primarily becau se of cross-contamination.? We investigated the possibility of laboratory contamination in our case, and we were satisfied that it did not occur. The microbiology laboratory at our hospital follow s standard identification and susceptibility procedures. We also ruled out the possibilit y of wrongly labeled specimens.
Although our literature review did not turn up a similar case of dual pathology in the same group of lymph nodes, we did find a number of reports of the coexistence of tuberculo sis and cancer in parts of the body other than the lymph nodes. For example, Watanabe et al found coexisting pulmonary tuberculosis in 16of758 patients with lung cancer (2.1%).10 In 6 of these cases, the two diseases were found at the same time during a clinical workup. In the remaining 10cases, pulmonary tuberculo sis had preceded lung cancer in 5 patients and lung cancer had preceded pulmonary tuberculo sis in the other 5. In a study from the Tokyo National Chest Hospital , Tamura et al reported that the incidence of lung cancer among patients with active pulmonary tuberculosis was 0.7 % and the incidence of active pulmon ary tuberculo sis in untreated lung cancer patients was 1.9%.11 They classified these patient s into two groups: those with tuberculosis sequential to lung cancer and those whose tuberculo sis and lung cancer were detected simultaneously; the tuberculosis in the sequential group was more extensive and more severe than it was in the other group. Mayall et al reported the case of a 53year-old woman with esophageal squamous cell carcinoma whose CT demonstrated a left apical lung cavit y; study of the bronchial washing revealed the presence of Mycobacterium shimoidei ." Plaza Mayor et al reported 2 cases of synchronous tuberculo sis and laryngeal carcinoma ." Finally, Yerushalmi et al described the case of a patient whose lupus vulgaris was complicated by a metastatic squamous cell carcinoma in the neck." Neoplasia resultin g from chronic inflammation has attracted some attention. IS Proliferation in the setting of long-standing chronic inflammation appears to predispose affected patients toca rcinomain the lung, liver, large bowel, urinary bladder, and gastric mucosa." In a case-control study of the etiology of lung cancer in women in Chin a, Dai et al found that one of the risk factors was pulmonary tuberculo sis." Similarly, Chen et al studied 21 cases of urologic cancer and found that one of the risk factor s was chronic tuberculous pyelonephriti s.18 Hondaet alsuggested that the immunoc ompromi sed status of patients with a chronic inflammation such as tuberculosis may contribute to the development of cancer.19Yanagisawa et al suggested thatchronic inflammation is associated with an acceleration in epithelial cell turnover.15Finally, Spechler showed that Volume 85 , Number 6 carcin oma can arise in foci of metapla sia, which is usually a consequence of chronic inflammation ."
In conclusion, a repeat biopsy might be required in cases of tuberculous cervical lymphad enopath y that do not respond to conventional antituberculous therap y. Close monitoring is required to assess the response to treatment.
